(1a, 1b, or 1c), lipofectamine™ 2000 (concentration using Invitrogen kit) or without any transfection reagent. The media were removed after the incubation of cell at 37 °C for 6 h in a CO 2 incubator. The cells were washed with DPBS buffer (1 × 330 μL/well) followed by Trypsin (150 μL/well) addition and incubation for 3 minute. DPBS (150 μL/well) was then added to above trypsin solution, pippeted and transferred it into each well solution of e-tube , centrifuged (at 3000-4000 rpm) and supernate was removed. DPBS (300 μL/e-tube) was added to the pillets of the cells, vortexed each sample for 1 min, centrifuged (at 3000-4000 rpm) and removed the DPPS. The same procedure for washing was repeated for three times. Then added lysis buffer (70 μL/well) and vortexed for 20 min at 25 o C, centrifuged (at 3000-4000 rpm) and transferred (50 μL/e-tube) supernate into each well of the 96-well plate (black polystyrene). The absorbance was measured at a wavelength 485/535 nm using VICTOR multi-label plate reader (PerkinElmer).
Drug inhibition assay.
HeLa cells were preincubated with 0.1% NaN 3 /50 mM 2-deoxyglucose, or genistein (200 μM) in serum-free Opti-MEM for 1 h. For the inhibitors, Methyl-β-cyclodextrin (Mβcd) and chlorpromazine, cells were preincubated in serum-free MEM containing either in 5 mM Mβcd or 10 μg/mL chlorpromazine for 15 min at 37°C/5% CO 2 . The cells were washed with DPBS, the media were then changed to fresh media containing the siG1a [siRNA (100 nM):1a; 1:500 molar ratio] and further incubated for 3 hour at 37°C/5% CO 2 . After exposure to si-G1a and inhibitors for the desired time, the cells were washed with DPBS and then trypsinized and processed for fluorescence intensity as described in cellular uptake experiment. All inhibitors were obtained from Sigma-Aldrich.
WST-1 Assays. RBAs 1a-c (molar ratios of 100, 200, and 500) were complexed with VEGF-siRNA (100 nM) and added to the cells. Cells were incubated with the complexes at 37 °C under 5% CO 2 for 24 h. After incubation, the media were removed, the cells were washed with DPBS buffer (3 × 100 μL/well) and then WST-1 reagent (1 mg/mL of WST-1 dissolved in phenol red free medium, Roche; 100 μL) was added to each well. The mixtures were incubated at 37 o C for 4 h. After incubation, the absorbance were measured at a wavelength of 450 nm using a micro-plate reader UVM 340 (ASYS) and converted to the percentage of cell viability (relative to control cells). A suspension of (1.0 equiv, 5.4 g) of 2',3',4',5'-tetraacetylriboflavin (2), potassium carbonate (1.5 equiv), and catalytic amounts of sodium iodide in 30 mL of dry N,N-dimethylformamide was stirred at room temperature for 45 min. Then a solution of the alkylating agent 7 (2 equiv, 9.6 g; figure S1 ) in 10-20 mL of dry N,N-dimethyl formamide was added slowly and the stirring was continued until the 2',3',4',5'-tetraacetylriboflavin (2) was completely alkylated (24 h). The reaction mixture was diluted with 100 mL of dichloromethane and the organic phase was washed with saturated sodium NaHCO 3 solution, water, and brine. Organic solvent was dried over 
2',3',4',5'-Tetraacetyl-3-carbonyldecylriboflavin (4)
Trifluoroacetic acid (10 mL) was added slowly at 0 o C to a solution of 3 (4 g, 5.1 mmol) in dichloromethane. The solution was stirred at room temperature for 8 h. After completion of reaction, the reaction mixture was then poured into ice-water, NaHCO 3 solution was added to bring the pH of the water phase to approx.5. The product was extracted with dichloromethane and the organic phase was washed with water and brine. General procedure for coupling reaction by peptide bond (5a-c) TBTU (1.2 equiv), and DIPEA (1.5 equiv) were added to solution of 4 (1 equiv) in dry DMF (5 mL). The solution was stirred at room temperature for half an hour and then Boc-protected polyamine (1.5 equiv) 7-10 was added.
Reaction mixture was then again kept for stirring for 8 h. 
Procedure for deprotection of Boc group (1a-c)
Trifluoroacetic acid (25% v/v) was added to the solution of riboflavin derivatives (6a-c; 1 mmol) in dry methanol (10 mL). The reaction mixture was stirred for 3 h at room temperature. After completion of starting material, diethyl ether was added to reaction mixture to get a precipitate of corresponding compounds. The precipitate was washed by diethyl ether and dichloromethane, and dried under high vacuum to get 1a-c. 
